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REMARKS 

Claims 1 , 2 and 3 are pending. Claims 4-17 have been cancelled, consistent with 
their status as non-elected claims. Claims 1 and 2 have been amended, by canceling the 
terms "polymorphs, prodrugs or metabolites" from claim 1, and by amending the names 
of compounds claimed in claim 2. Minor grammatical errors (i.e., adding "or" to the list 
of substituents in claim 1, adding "and" to the list of compounds in claim 2, removing 
superfluous definition of halogen "(e.g. fluorine, chlorine, bromine and iodine)" from 
claim 1, adding semicolons between items in the list of claim 2, and adding a period to 
the end of claim 2) have been corrected. The Examiner's claim objections are addressed 
thereby. Applicants submit that no new matter is added. 

Rejection Under 35 U.S.C. $ 1 12, First Paragraph 

Claim 1 has been rejected because the specification is found not enabling for 
"polymorphs, prodrugs or metabolites" of compounds of Formula I. The terms have been 
deleted from claim 1, and the rejection is therefore moot. 

Rejection Under 35 U.S.C. § 112, Second Paragraph 

Claim 2 has been rejected as indefinite for not correctly specifying the point of 
attachment of the "Z-W-R" substituents to the nitrogen of the compounds' pyrrolidine 
rings. Applicants submit that the compounds' structures are unambiguous as written in 
the claim as filed, but provide amendment as requested by the Examiner, to specifically 
recite the 2-cyclopropyl substituents, the 2-hydroxy substituents, and the 2-phenyl 
substituents of the compounds of claim 2. The rejection is submitted to be therefore 
moot. 

Rejection Under 35 U.S.C. § 103(a) Over Koppanyi rCADoc. No. 88:130844) 

Claims 2 and 3 have been rejected as obvious over Koppanyi. Applicants 
respectfully traverse the rejection as follows. 

Koppanyi discloses "1 -benzyl-3-pyrrolidyl-a-phenylcyclopentaneglycolate 
methobromide," and further discloses that the compound "exhibited antiarrhythmic 
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effects in isolated heart prepns. .." and further discloses that the compound "antagonized 
both the muscarinic and nicotinic stimulation of the heart. . ." 

As applicants disclose in their specification, the instant invention relates to 
muscarinic receptor anatgonsits, which "can be used for the treatment of various diseases 
of the respiratory, urinary and gastrointestinal systems mediated through muscarinic 
receptors" (page 1). One important aspect of the instant invention is the development of 
various muscarinic receptor subtype-specific compounds, which has only been possible 
through the recognition in the art of such receptor subtypes, as set forth in applicants' 
specification (see page 1). Applicants' compounds of claim 2, for example, exhibit good 
selectivity of antagonism of subtype M3 receptors versus subtype M2 receptors. M2 
muscarinic receptors are known to be located in the heart, and M3 receptors are known to 
be found in smooth muscle, endocrine and exocrine glands. The compounds of the 
invention are designed for use in therapies of the respiratory, urinary and gastrointestinal 
systems, and not of the cardiac system. 

The compound of Koppanyi is disclosed as showing antiarrythmic effects in 
isloated heart preparations (from rabbits and rats) and in dogs. The compound of 
Koppanyi is disclosed as "appearing] to be effective in the management of both atrial 
and ventricular ectopic rhythms," and is disclosed as "antagonizing] both the muscarinic 
and nicotinic stimulation of the heart, suggesting that the two receptor sites are the same 
or similar." 

A prima facie obviousness rejection based on close structural similarity must be 
founded on the expectation that the compounds similar in structure will have similar 
properties. See In re Payne, 606 F.2d 303 (CCPA 1979). In the present case, as an initial 
matter, there is not sufficient structural similarity to form a rejection based on prima facie 
obviousness. The compounds differ in the fact that the claimed compound, having no 
charged group, whereas the Koppanyi compound is a quaternary ammonium salt, 
containing a positively charged nitrogen to which a methyl group is bonded. None of the 
positively charged nitrogen atom, covalently bonded methyl or the bromine of the 
Koppanyi compound is present in the compound claimed in claim 2. The presence of 
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these features in the Koppanyi molecule would not lead one of ordinary skill in the art to 
conclude that the compounds have a close structural similarity. These compounds differ 
in a way which is fundamentally structurally different and more significant than simply 
through homology or isomerism, which has traditionally been used as a presumption of 
close structural similarity (See In re Wilder, 563 F.2d 457 (CCPA 1977); See also In re 
May, 574 F.2d 1082 (CCA 1978). 

Secondly, even assuming arguendo structural similarity is present in this case, 
such similarity should not automatically be equated with prima facie obviousness, 
because the claimed invention and the prior art must each be viewed as a whole. In the 
instant case, there is no reasonable expectation that the compounds will have similar 
properties. This is because the disclosure of the Koppanyi reference clearly implicates 
the Koppanyi compound's effect on the muscarinic and nicotinic receptors which are 
found in the heart, whereas the claimed compounds are useful because of their selectivity 
for M3 versus M2 muscarinic receptors. There would not have been any reason for a 
person of ordinary skill in the art, apprised of the Koppanyi reference, to have believed 
that the disclosed Koppanyi compound would have displayed selectivity for M3 versus 
M2 muscarinic receptors. 

In fact, the Koppanyi reference mentions that the compound antagonized both the 
muscarinic and nicotinic stimulation of the heart. Given the convention that a muscarinic 
receptor is generally understood to be an acetylcholine receptor that is more sensitive to 
muscarine than to nicotine (and the corresponding convention that a nicotinic receptor is 
generally understood to be an acetylcholine receptor that is more sensitive to nicotine 
than to muscarine), there is no basis for classifying the compound disclosed in the 
Koppanyi reference as a muscarnic receptor antagonists in any case. Thus, the basis of 
the Examiner's view that the compounds would be expected to have similar utlities is 
flawed for that reason, and a prima facie case of obviousness has not been presented. 

Applicants respectfully request that the Examiner reconsider and withdraw the 
obviousness rejection. 
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For the reasons stated above, the Examiner is urged to pass claims 1, 2 and 3. 
Submitted herewith is a Petition for Extension of Time. Authorization is hereby given to 
charge any fees deemed to be due in connection with this Petition and Response to Office 
Action to Deposit Account No. 50-0912. 



Dated: November 12, 2007 



Correspondence Address: 

Jayadeep R. Deshmukh, Esq. 
Ranbaxy Pharmaceuticals Inc. 
600 College Road East, Suite 2100 
Princeton, New Jersey 08540 
Telephone: (609) 720-5608 
Facsimile: (609)514-9779 
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